Williams syndrome (WS), a developmental disorder affecting connective tissue and the central nervous system, was first described in 19611 and its incidence is estimated to be 1 in 20 000 live births. It is almost always sporadic but there have also been a few reports of familial cases. [2] [3] [4] The condition is characterised by distinctive facial features, heart defects, the commonest being supravalvular aortic stenosis (SVAS), growth delay, learning disabilities, mental retardation, unusual ied, two of whom were females and three were males with an age range of 2 years to 15 years. All 10 patients were white.
CYTOGENETIC STUDIES
In all subjects, chromosomes were cultured from peripheral blood using conventional methods and the G banded metaphase chromosomes were then analysed for structural chromosome abnormalities. This was followed by FISH analysis of metaphase chromosomes using the Elastin Williams Syndrome Chromosome Region (WSCR) digoxigenin labelled probe with D7S427 chromosome 7 control probe (Oncor®). 3) , who was found to have the deletion, had only been suspected of having the condition while this study was in progress. She had reached her ninth birthday and other possible diagnoses that had been considered by the referring doctor were Down's and Albright's syndromes.
In this study (age range 3 25-19 years), correlation of the laboratory results with the clinical findings suggested a number of facial features that are found in all the subjects showing the elastin gene deletion. These features were periorbital fullness, malar hypoplasia, sagging cheeks in infancy and childhood, thin cheeks in adolescence or in early adulthood, broad nasal tip with anteverted nares, full lower lip and an open mouth appearance. In retrospect, it might have been possible to predict which of the five atypical cases would have the submicroscopic deletion based on these features rather than the facial gestalt, which was not totally characteristic. Indeed, patients 1 ( fig 4) and 3 (fig 2) who did not have the chromosomal deletion did not have this combination of features. In addition, a history of a low birth weight, feeding problems, a heart murmur, a hoarse cry or voice, and delayed developmental milestones were common findings in the histories of all eight patients with the submicroscopic deletion. Much emphasis has been placed on the presence of clinical features, such as stellate irides, supravalvular aortic stenosis, hypercalcaemia, and loquacity, that their partial or complete absence in any one person has occasionally discouraged paediatricians from considering a diagnosis ofWS. None of these was a constant feature in the eight cases with the submicroscopic deletion.
Some of the clinical features present in the eight patients with the deletion are unusual. These are a cupped ear and hypertrophic obstructive cardiomyopathy in patient 2 ( fig 5) , a prominent thyroid cartilage in patients 9 and 10 (fig 6) , complete dysraphism of the lumbar spine and a hemivertebra at L2 in patient 5 (fig 3) , pectus carinatum in patient 10 (fig 6) , biliary hypoplasia in patient 7, a large hiatus hernia in patient 8, and pyloric stenosis in patients 4 (fig 7) and 8. Pyloric stenosis had been described by Morris et al14 as a feature in one of the patients with the t(6;7)(p21.1; q1 1.23) balanced reciprocal translocation. Patient 6 was born with bilateral contractures of all the fingers and, although previously described,"5 this is a rare feature of the condition.
In this study, seven out of the eight patients with the 7q11.23 deletion were found to have some degree of skeletal abnormality. It is also extremely helpful in those cases where the diagnosis is uncertain but only larger studies would confirm this. This study has been done using lymphocytes but there is no reason why the technology cannot be extended for prenatal diagnosis. However, given the small recurrence risk, in most clinical situations the uptake for prenatal testing is likely to be small.
We would like to thank the patients and their parents for their cooperation in this study. We also thank the staff of the research and clinical cytogenetics laboratories at the Genetics Departrment, UCL, for general help with this study. The confocal laser microscopic attachment was provided by the Medical Research Council as part of the Human Genome Mapping project. 
